

















b. In otugy 1, the complete Clearance rate was 247 (24/c1/) In e
ith 26% (28/106) in the vehicle group. In Study 2, the clearance rates
1 Cream group compared with 28% (35/126) in the vehicle group.
fficacy.

ults, the most frequently reported adverse reaction from 2 studies in
1 was application site reaction. Adverse events which occurred more
siects compared with vehicle-treated subjects generally resembled
yproved for adults and also included otitis media (5% Imiquimod vs.
niquimod vs. 2% vehicle).

sported local skin reaction. Severe focal skin reactions reported by
ediatric studies included erythema (28%), edema (8%), scabbing/
srosion (2%) and weeping/exudate (2%).

‘0ss the affected skin of 22 subjects aged 2 to 12 years with extensive
| body surface area was observed after single and multiple doses at
er week for 4 weeks. The investigator determined the dose applied,
sed on the size of the treatment area and the subject’s weight. The
icentrations at the end of week 4 was between 0.26 and 1.06 ng/
) was administered 2 packets of study drug per dose, had a Cpx Of
ildren aged 2 to 5 years received doses of 12.5 mg (one packet) or
1had median multiple-dose peak serum drug leveis of approximately
2n aged 6 to 12 years received doses of 12.5 mg, 25 mg, or 37.5 mg
Wiple dose serum drug levels of approximately 0.1, 0.15, or 0.3 ng/
acts with evaluable faboratory assessments, the median WBC count
an absolute neutrophil count decreased by 1.42*10%L.

juimod Cream in the AK clinical studies, 127 subjects (59%) were
; (28%) were 75 years and older. No overall differences in safety or
) these subjects and younger subjects. No other clinical experience
:s between the elderly and younger subjects, but greater sensitivity
uled out.

m could resultin an increased incidence of severe local skin reactions
ic reactions.

vent reported following multiple oral imiquimod doses of 200 mg
>16 packets) was hypotension, which resolved following oral or

response modifier for topical administration. Each gram contains 50
oil-in-water vanishing cream base consisting of benzyl aicohol, cetyl
hylparaben, polysorbate 60, propylparaben, purified water, sorbitan
petrolatum and xanthan gum.

1ethylpropyl)-1 H-imidazo[4,5-c]quinoiin-4-amine. Imiquimod, USP
ind a molecular weight of 240.3 g/mol. Its structural formula is:

NH,
N/ | N>
XN CH,

CH;

od Cream in treating AK is unknown.

paring Imiquimod Cream to vehicle, increases from baseline in week
- CD3, CD4, CD8, CD11c, and CD&8 for Imiquimod Cream treated
1ce of these findings is unknown.

vity in cell culture. A study in 22 subjects with genital/perianal warts
icle shows that Imiquimed Cream induces mRNA encoding cytokines
:nt site. In addition HPVL1 mRNA and HPV DNA are significantly
ver, the clinical relevance of these findings is unknown.

sross the affected skin of 58 subjects with AK was observed with a
week for 16 weeks. Mean peak serum drug concentrations at the end
.2,and 3.5 ng/mL for the applications to face (12.5 mg imiquimod, 1
ackets) and hands/arms (75 mg, 6 packets), respectively.

10d Concentration in Adults Following Administration of the
Dose During Week 16 (Actinic Keratosis)

iplied Mean peak serum imiquimod concentration [C,,)
0.1 ng/mL
0.2 ng/mL
3.5 ng/mL

controlled when more than one packet was used. Dose proportion-
ipears that systemic exposure may be more dependent on surface
plied dose. The apparent half-life was approximately 10 times
“hour apparent half-life seen following subcutaneous dosing, sug-
n the skin. Mean urinary recoveries of imiquimod and metabolites
e applied dose in the group using 75 mg (6 packets) for males and
lications per week for 16 weeks.

vas observed across the affected skin of 12 subjects with genital/
of 4.6 mg. Mean peak drug concentration of approximately 0.4 ng/
urinary recoveries of imiquimod and metabolites combined over the
1 as percent of the estimated applied dose, were 0.11 and 2.41% in

Impairment of Fertility

y study, imiquimod was administered to Wistar rats on a 2X/week
y/day) dosing schedule for 24 months. No treatment related tumors
licity study up to the highest doses tested in this study of 6 mg/kg
i7X MRHD based on weekly AUC comparisons), 4 mg/kg administered
sed on weekly AUC comparisons) or 3 mg/kg administered 7X/week
1 based on weekly AUC comparisons).

1dy, imiquimod cream (up to 5 mg/kg/application imiquimed or 0.3%
e backs of mice 3X/week for 24 months. A statistically significant
omas and carcinomas was noted in high dose male mice compared
1ased on weekly AUC comparisons). An increased number of skin
ream control group animals at the treated site only. The quantitative
sed in the dermal mouse carcinogenicity study is the same as the
eam, minus the active moiety (imiquimod).

genicity study, the median time to onset of skin tumor formation was
shronic topical dosing (3X/week; 40 weeks of treatment followed by
rent exposure to UV radiation (5 days per week) with the Imiquimod
‘ect on tumor development beyond the vehicle effect was noted with
miquimod, to the vehicle cream.

utaaenic or clastoaenic potential hased on the results of five in vitro

=g =t

Compieted 12 weeks of follow up” Completed 12 weeks of follow up*
Remaining clear Remaining clear
n=39 n=9
*The other subjects were either lost to follow-up or experienced recurrences.

Data on complete clearance are listed in the table below. The median time to complete wart clearance
was 10 weeks.

Table 8: Complete Clearance Rates (External Genital Warts)- Study EGW1

Subjects with Subjects Without | Subjects with Warts

Complete Clearance Follow-up Remaining at
Treatment of Warts Week 16
Overall
Imiquimod Cream {n=109) 54 (50%) 19 (17%) 36 (33%)
Vehicle (n=100) 11 (11%) 27 (27%) 62 (62%)
Females
Imiquimod Cream (n=46) 33 (72%) 5 (11%) 8 (17%)
Vehicle (n=40) 8 (20%) 13 (33%) 19 (48%)
Males
Imiquimod Cream {n=63) 21 (33%) 14 (22%) 28 (44%)
Vehicle (n=60) 3(5%) 14 (23%) 43 (72%)

16 HOW SUPPLIED/STORAGE AND HANDLING
Imiguimod Cream USP, 5% is supplied in single-use packets, which contain 250 mg of the cream. Available
as: Box of 24 packets NDC 68462-536-70. Store at 4°C to 25°C (39°F to 77°F).

Avoid freezing.
Keep out of reach of children.

17 PATIENT COUNSELING INFORMATION
See FDA-Approved Patient Labeling

17.1 General Information: All Indications

Imiguimod Cream should be used as directed by a physician /see Dosage and Administration (2)]. Imiquimod
Cream is for external use only. Contact with the eyes, lips and nostrils should be avoided {see Indications
and Usage (1) and Dosage and Administration (2)]. The tr area should not be bandaged or otherwise
occluded. Partially-used packets should be discarded and not reused. The prescriber shoutd demonstrate
the proper application technique to maximize the benefit of Imiquimod Cream therapy.

It is recommended that patients wash their hands before and after applying imiquimod cream.

17.2 Local Skin Reactions: All Indications

Patignts may experience local skin reactions during treatment with Imiquimod Cream (even with normal
dosing). Potential local skin reactions include erythema, edema, vesicles, erosions/ulcerations, weeping/
exudate, flaking/scaling/dryness, and scabbing/crusting. These reactions can range from mild to severe in
intensity and may extend beyond the application site onto the surrounding skin. Patients may also experience
application site reactions such as itching and/or burning {see Adverse Reactions (6)].

Local skin reactions may be of such intensity that patients may require rest periods from treatment.
Treatment with tmiquimod Cream can be resumed after the skin reaction has subsided, as determined by
the physician. Patients should contact their physician promptly if they experience any sign or symptom
at the application site that restricts or prohibits their daily activity or makes continued application of the
cream difficuit.

Because of local skin reactions, during treatment and until healed, the treatment area is likely to appear
noticeably different from normal skin. Localized hypopigmentation and hyperpigmentation have been
reported following use of Imiquimod Cream. These skin color changes may be permanent in some patients.

17.3 Systemic Reactions: All Indications

Patients may experience flu-like systemic signs and symptoms during treatment with Imiquimod Cream
(even with normal dosing). Systemic signs and symptoms may include malaise, fever, nausea, myalgias
and rigors {see Adverse Reactions (6)]. An interruption of dosing should be considered.

17.4 Patients Being Treated for Actinic Keratosis (AK)

Dosing is 2 times per week for a full 16 weeks, unless otherwise directed by the physician. However,
the treatment period shouid not be extended beyond 16 weeks due to missed doses or rest periods {see
Dosage and Administration (2.1)].

It is recommended that the treatment area be washed with mild soap and water 8 hours following
Imiquimod Cream application.

Most patients using Imiquimod Cream for the treatment of AK experience erythema, flaking/scaling/
dryness and scabbing/crusting at the application site with normal dosing {see Adverse Reactions (6.1)].
Use of sunscreen is encouraged, and patients should minimize or avoid exposure to natural or artificial
sunlight (tanning beds or UVA/B treatment) while using Imiquimod Cream [see Warnings and Precautions
(5.3)1

Sub-clinical AK lesions may become apparent in the treatment area during treatment and may subsequently
resolve [see Clinical Studies (14.1)].

17.6 Patients Being Treated for External Genital Warts

Dosing is 3 times per week to external genital/perianal warts. Imiquimod Cream treatment should continue
until there is total clearance of the genital/perianal warts or for a maximum of 16 weeks.

It is recommended that the treatment area be washed with mild soap and water 6 to 10 hours following
Imiquimod Cream application.

Itis common for patients to experience local skin reactions such as erythema, erosion, excoriation/flaking,
and edema at the site of application or surrounding areas. Most skin reactions are mild to moderate.
Sexual (genital, anal, oral) contact should be avoided while Imiquimod Cream is on the skin. Application
of Imiquimod Cream in the vagina is considered internal and should be avoided. Female patients should
take special care if applying the cream at the opening of the vagina because local skin reactions on the
delicate moist surfaces can resuit in pain or severe swelling, and may cause difficulty in passing urine
or inability to urinate.

Uncircumcised males treating warts under the foreskin should retract the foreskin and clean the area daily.
New warts may develop during therapy, as Imiquimod Cream is not a cure.

The effect of Imiquimod Cream on the transmission of genital/perianal warls is unknown.

Imiquimod Cream may weaken condoms and vaginal diaphragms, therefore concurrent use is not
recommended.

Should severe local skin reaction occur, the cream should be removed by washing the treatment area
with mild soap and water.
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« Wash the area where the cream will be applied with mild soapand
warts under their penis foreskin must pull their foreskin back and
clean the area daily during treatment.

Aliow the area to dry for at least 10 minutes.

Wash your hands.

Open a new packet of Imiquimod Cream.

Apply a thin layer of imiquimod Cream only to the affected area.

than is needed to cover the affected area.

Rub the cream into your skin until you cannot see the Imiquimo

Cream, wash your hands well.

« Leave the cream on the treated area for the amount of time your hea
of time that Imiquimod Cream is left on the skin is different for
Cream is used to treat. Do not take a bath or get the treated area“

« After the right amount of time has passed, wash the treated area

o if you get Imiquimod Cream in your mouth or in your eyes, rinse

What should | avoid while using !miquimod Cream?

« Do not cover the treated area with bandages or other closed dres

o Do not use sunlamps or tanning beds, and avoid sunlight as muc
Imiquimod Cream. Use sunscreen and wear protective clothing if

« Donot have sexual contact including genital, anal, or oral sex when
or the skin around your anus. Imiquimod Cream may weaken con
means they may not work as well to prevent pregnancy.

What are the possitle side eflects of Imiquimod Cream?
Imiguimod Cream may cause serious side eflects including:
« Local skin reactions, including:
» skin drainage (weeping)
o ulcers
» severe swelling near the vagina. This may iead to pain or trot
to be able to urinate. Female patients should take special care
the opening of the vagina.
« Flu-like symptoms: tiredness, fever, nausea, muscle pain and ch

Tell your healthcare provider right away if you have any of the sym
The most common side effects of Imiquimod Cream include:
.

e itching swelling

e burning o skin that become
o redness

« flaking and scaling e s0res, blisters, o1
o dryness « changes in skin ¢

e scabbing and crusting

Tell your healthcare provider if you have any side effect that bothers
These are not all the possible side effects of Imiquimod Cream. For ms
provider or pharmacist.

Call your doctor for medical advice about side effects. You may report si

How do | store Imiguimod Cream?

o Store imiquimod cream at 4°C to 25°C (39°F to 77°F).

o Do not freeze.

o Safely throw away unused imiquimod cream or partially used im
not need.

Keep Imiguimod Cream and all medicines out of the reach of chiid

General information about the safe and eftective use of imiquimod
Medicines are sometimes prescribed for purposes other than those list
Do not use Imiquimod Cream for a condition for which it was not presc
to other people, even if they have the same symptoms you have. It m

This Patient information leaflet summarizes the most important inf
If you would like more information, talk with your healthcare provid:
healthcare provider for information about Imiquimod Cream that is wri

What are the ingredients in imiquimod cream?

Active ingredient: imiquimod, USP

Inactive ingredients: benzyl alcohol, cetyt alcohol, glycerin, isostearic ¢
propylparaben, purified water, sorbitan monostearate, stearyl alcohol,
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Sr.

Total Full/Sealed

No. Item Description NDC# Lot# / Pack Size Exp. Date and Pz;)r;ici;:/Open
1 IMIQU%(QIS)O/(; REAM 68462-536-70 0.25 lggézgﬁegpack December - 2024
2 IMIQU%??"EREAM 68462-536-70 0.25 lggézgﬁgtspack December - 2024
4 IMIQU%\/;SIS); REAM 68462-536-70 0.25 1g9§22§;2pa(:k January - 2025
7 IMIQU%(}?[;; REAM 68462-336-70 0.25 lggéicll%gtgpack February - 2025
8 IMIQU{IJ\gg[;‘;jREAM 68462-536-70 0.251g9§icll§;t2pack March - 2025
9 IMIQU{IJ\/;(}?I;yCO REAM 68462-536-70 0.25 lggézcllfe(:)t?’pack March - 2025
14 IMIQU{IJ\’;(I?];;;REAM 68462-536-70 | (5« lggézgl?ZtlLack September - 2025
5 IMIQU{IJ\’ég];;jREAM 68462-536-70 0.25 lggéi gﬁ:tégck September - 2025
16 | MIQUIOD CREAM | 68462.536.70| . 1;;2:‘;‘ ;6@1( October - 2025
17 IMIQU{%??JEREAM 68462-536-70 | . ll;ézg}?g@k October - 2025
19 | P g | 6846253670 | (o lggézzl(l)gfpack November - 2025

Event ID: N131255 / RCL320-2024




If you have any questions regarding this form or product return please contact Inmar at 877-560-5377
Office hours 9am to Spm EST Mon thru Fri.

Market Withdrawal Event ID N131255/ RCL320-2024
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